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The pain experienced by cancer patients can be managed in 70-90% of cases by the World Health Organisation pro-
tocol for cancer pain. However, cancer pain treatment in Japan is not sufficiently effective. To use medicine safely and
effectively, various problems must be solved. Therefore, in this study, appropriate usage of cancer pain treatment was
examined. We were able to use acetaminophen suppositories (800 mg each) in cancer pain patients. It was suggested that
high serum concentrations of oxycodone and hydrocotarnine might be observed in geriatric patients or in the state of
decreased hepatic blood flow, making dose adjustment is necessary for such patients. We also clarified that the conver-
sion ratio from oral oxycodone to intravenous ocycodone/hydrocotarnine was 0.71+0.12. In addition, we clarified the
pharmacokinetics of controlled-release oxycodone in patients with cancer pain. Moreover, the findings of our study indi-
cate that in the steady state, the serum concentrations of fentanyl are not maintained at a constant level for 3 days fol-
lowing the use of transdermal fentanyl. We established a method of appropriately passing a nasal duct for sustained
release of fine granules of morphine sulfate. Resolution of the clinical problems associated with cancer pain treatments is
anticipated to allow the proper use of cancer pain treatments in Japan.
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2001 FEETERILE R EA L E LN KRR
WMTON TE ., Z0%, 2001 49 HICHEEE
Ve KRGk, 2002 4E 3 HICT7 = > 2Ly
F, 2003 4E 7 HiZidAF >0 R RN B s
N, MAKIRIBEEOER ML 2. LiL,
INSFHHAE LA REFNTIE, BERICBWTHEIE
WHHAT 2 ETOTaRBT—NEHINTHES
T, BFEZENDONREMHEHRT 2 -0I121F,
2 DOMERZ RIS D20ENH->T-. £/, WHO
HANAERIRBEETHRIN TV SHEFEED S
5, DAETEHRHINTWEEFTH->TH, A
PRI U C OB AE - HENRESIN TV
Wi E, BIKFERTS ETOMESNH -7z (Ta-
ble 1).

AWFFETIE, BOEWSAERIREEHEET 2 /-
W, N5 OMERZERRT XL, DNAKFEIREE
D EFHICBIT 22T 7.

2. BRHET7EMNT I/ 7  ABIORKERD
a2

T O RRGERETHLEZ TN T ) T2
(APAP; N-acetyl-p-aminophenol) 1%, fd I X 5
O K$HJ5H#E (NSAIDs; nonsteroidal anti-inflam-
matory drugs) K0 b LB LZL2EDOENEY EL
TIELBHENTH O, 1319 WHO 5 R AKIEE
FEOHRTIIE | BRBEORAIEAE A1 REmIE &
LTHEREINTWD, EEEN S HEOERIIH L
TIX, 110811000 mg, 1 H & LR 4000 mg /% i
BETHDHIENHERINTHD, 161D WHO HAN

AETRIBIEIFEIZB W TS 1 [H 650-1000mg, 1 HE
ELT6000mg Z2BABVWIEEINTVWD, £
7z, WCKFEER#HEIZHB W TS 1 [E 500-1000 mg,
1 HE LBR 4000 mg O ETHWSLN TS, L
L, DONREIZBITS APAP O iy &L, Rad
DNEBREOKRICHNL TREINZDDTHD=
¥ 1 [A] 300-500 mg, 1 H 900-1500mg TH VD, =
DHETIENAKEREZICHWD G, ok
MRPHETER N, 20D, DAEIZBNTSH
MAEREZITHWSGE, W8T 2 HEMAE
(1 [8] 500-1000 mg, 1 H & R 4000 mg) % HZ%IT
BEINTWSONBIRTHS. Lirl, mdilkah
TWa APAP BANZ, B, WA, & K O
DA THEHRENIEELRN, F07RD, FZOBER
AJRETR DS AR R 1T APAP 28 5.3 2 B1%, 48
FzHER LR skns, filkdhTtns
APAP 2 FIOFRACE ORI [/NEEBICH
A MREL - B O AT, BHIEIAMIT 1 fE 200 mg
NERRKETHD, DAKFEEFITHWSSE, 14
12 3-5 iR AT DA 0 ARFIOMF HikE LT
WY EIEE AW, Z 2T, 1E 600 mg fZ Uf 800
mg O 5 & APAP A% 2 B MR IRBK & U TRl
LU, MAKEEBFICH L TEKRMEHTRETH 20 %
a7z,

MREFIL, APAP R (BEUFT2ER) Zf&kO
Be 5 U7z 4 (ROSZRRAS AU 2 B, FEREAS A 1 I, &
DA 1D RUOE A& APAP K ZEIGNES L
72 561 RISEHRAS A0 2 B, TWHSEAS A 16, FEA

Table 1. Problems on Clinical Use of Cancer Pain Drugs in Japan and Our Considerations
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LB KBDA1HED) &L, APAP O 5
#E, ROKRCEBNES &S 1 [E 600-800 mg, 1
H4Mm, 6RMEBEOHRVELESELE. GHE
APAP A FI OB, FTAHAMERATHD Y 1
77V =)V H-15 (30g) 2#E—H—IT&D, Ki
ETHRERL L 7=, KIZ, APAP K (800 mg 445
iz,m ; 16 g, 600 mg LFN DA 5 12¢g) & FgkH
CEUHRIMEIR &L, ZHITH 50 U D IiE AR
L/7U74T7‘/—)1/H 15 2V BEIMAR—Z MRIZ
L, E=H—ITRLE BHUOLEOD T TV—)
H-15 ZA8KITMA, NEMZHWIAS, E— 73—
WRLAE (ThZE2#EREORLEZ). 2EBE%IC
ik, HERLRBPASmAL, %é&fﬁ*ﬁrﬁﬁf%ﬁao
7oAREETT 2.25 ml AR O > 5 20 fEIC FHE L,
I 5FETHELZ. MmiE+H APAP BEHIEIZ,
WOER e B E E  (FPIA; fluorescence polariza-
tion immunoassay) Z i\ /= TDX 7 F J 1 ¥ —
(7ARy b2/ KK) ITTITW, i 6 K
B2 4 [BILL E APAP 285 L 2@ HIREBICHB T 2
APAP 5 HEHF O 1K1 > &L S5
APAP O NRAI R OB FNC BT 2205, BIEH %
R L /=
ZFORER, EE APAP BFNE, RGOy
07 xF27F MU LBE (R)VE L >4 H 50
mg) LIFFRUCKREITHO, FKEMEHTRER K

Table 2.

EICHBTHEMNTERE. £/, APAP NIk
#ld DV idE & APAP AF 2 L - EB&ICH
WT, 6RFRIEIC 4 [P, B G Uiz @ EIREICB
2 EEF O MIEH APAP O SEHEEIZENE
N 84+54mg/l KUN8.64.5mg/l TH->-. *
7o, BEEMOIMES APAP BE%Z 1 H 58T
bR U 72 O SE3 2N 2.78+1.66 mg/1/g X
2.99+1.88mg/l/g TH D (Table2), 1FIX[H%7
ExERUAEEETIRN > (p=0.545).

APAP Tii R 4% 400 mg Z H[RIE N5 U 7z iy
DY FHRE® L, HEMmEHEE ; 42103 mg/
1, s Ve H R B R 0 1.6 0.2 KRR, YHR
FRM 27203 EHESINTWS., £z,
APAP Nfi# 1000 mg Z Hi[al#E 4% 5 U 7= K D 3
MBI, EEETIRE  9.0£04mg/l, &
e L T B ER 0 0.900.1 BRRET, W5 F IR
;24101 BRI E MBI NTWD, IUTBEIL T
X, BOKGTIREZERICRNEN, TON1FT
N1 I EU T 113, 1000 mg a5 DB E 89%
EMEINTND. 20 SEIOFERTIE, 6 KEfmEIC
1 H4[F, 1[F600-800mg dDHE-- AEIZHWNW
T, =& APAP & H % Wik APAP NARAIZ fiff
AL-BEORGERNCBI 2 MEF APAP EE
1%, 8.6=4.5mg/l KU 8.4+5.4mg/l S IFFFRLE%T
H o 7=, Walter-Sack 52V O EICB VTS, @

The Steady-state Serum through Acetaminophen Concentration after More than Four Times Administration of

Acetaminophen and Liver Function Parameters before and after Administration of Acetaminophen

Before administration

After 1 week of administration

Pati Serum Serum
atient trati trati
No. Confen ;i‘) 1on /Cd"nce(n ra/ll;’n) AST ALT T-BiL AST ALT T-BiL
mg ose (mg/1/g Iu/1 (1U/1) (mg/dl) I/ aIu/n (mg/dl)
1 3.1 0.97 — — — — — —
2 6.3 2.25 14 4 0.4 14 6 0.3
Oral
3 8.3 2.96 14 18 0.2 34 10 0.4
4-1 15.8 4.94 20 14 0.5 25 19 0.2
Mean 8.4 2.78 16.0 12.0 0.37 24.3 11.7 0.30
S.D. 5.4 1.66 3.5 7.2 0.15 10.0 6.7 0.10
4-2 13.0 4.06 110 15 0.2 167 7 —
5 5.2 1.63 13 14 0.2 14 18 0.2
Rectal 6 13.8 5.75 40 34 1 22 17 0.6
7 4.2 1.31 24 26 0.4 — — —
8 7.0 2.19 26 21 0.2 43 33 0.2
Mean 8.6 2.99 42.6 22.0 0.40 64.1 18.8 0.33
S.D. 4.5 1.88 38.9 8.3 0.35 70.9 10.7 0.23

AST, asparatate aminotransferase; ALT, alanine aminotransferase; T-BiL, total bilirubin.
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RN 12 flextg & LT, FAEICEKS APAP &
5 EEBNES T AUChm KWHEBEENBR NI &
AL THBD, AEREFEKTHo L. £z,
Marel 52131784/ 40 il & K5 & U 2idBRicH
WT, APAP R EG CEBNEG ZHEL T,
SR B RO MIE T APAP EEANFR%S TH DI &
ZRLTWS, ZN6DOZENS, BrNEREE &
U TS L 7= & FH & APAP %L, BUIFICIN S
NTNVWBEEZH5N, APAP NRFEI & @ E25
11 TEnwEEBZASN. £/, BIEMAICHE
L T (Table2), @& & APAP &K U WNAREK &
ICHRGET &G 1 EME TH#ERRERE (AST,
ALT RO E VIV E UMl) ITHBRBREFII/RE
WHEIIHMER I N>z (p=0.173,0.735 LT
0.273). X512, APAP #&O#% 505 EENES
WCUID B AT VIER GEFI 4) TlX, YD EZmi%
THFDRICE(IZ2 <, APAP NIRFI & & &
APAP R FI D IfLiEH APAP 1L, £NZh 15.8
mg/1 JxTX 13.0 mg/1 TH 0 &l & APAP 4 F| D F
NETRMETHo 720, FERERMEZRL TN
7z. LsL, fEF 4130820 ZH L, APAP
EDOREBERIIARHTH 277, APAP % 5-Blh 3
# ABIC AST N ERH L THED, APAPIZX 2.0
P2 L 2[R B 2 5N 5. APAP ITX
.0 EOMmEE, HEAHRTI EIZ APAP 4.8¢
ZHRAUZRER & 15¢ 2 MRA L 72 IEFRY 2 b
%, UL, WInbREKRGICEZ2WETHD,
WHEDEKHAEICIBWT APAP IC L 5.0 5% %
HUEHEZIRINTWARY, &HE APAP &5
IZOWTIE, ENCHN ONO®|E TREMEITD
WTHRFEDTHON TN S, B4R EE B # & 55
& LT APAP 1 [H 1000 mg, 1 H 4000 mg % 6 [
5 URIERICEE Y 2MEt 217 72 2 kP 2012 6
WTIE, HLEERDBBBEEN LN > H DD,
WINHBEOHD LHWIINTWS, F/=, [k
ICE B VEBE B AE FE 2 5 5 & L T APAP 1 H 3900
mg Xi3F 7' O0F+ > 1 H 1000 mg % Hf 8 i %
5 U H R EROH RS 2 i U 27 ics
WT, 2HMTOWINbEEEIRN>ZEL T
5. IHIT, DAKTFEFE 45 flzextg & LT, APAP
1 H 2000-4000 mg % 4 [ 5 L 7=z #He2 T, i
HERERR Al K OV B RER AR 10 A R B ki3 72 <,
BECHHATERZELTWS, LL, Kurtovic

52T EWNHEERREHZIC APAP 1 H 4000 mg %
BELUIEZAEERHKEREZGIER UL
WG L TWD, F£7, Prescott 513 APAP Oif&H
PHICEEZITHRTFELT, RERR, 7ILad—
JVIEEL, ANl VMR S 2 20T T 5,30 (g H
APAP R & GIEH OBIfRIL APAP Hi[E# 512 H
WTHBEIMER B U, Clark 53013 APAP Hifa k&
5 (24-75g/IA) ITXBEEDPENITLSEL
Bl L TWa, MG+ APAP BE N5 4 K
f# T 300 mg/1 BA b, 12 BFRE# T 45 mg/1 LA LD
BHRICEERTFHEERBOEEND D, &5 41
f# T 120 mg/1 BAF, 12 BfR# T 30 mg/1 LA R T
HIUIHFHEMEFBE O REEIIENEINT NS, 2
SEORERITBNT, HEEAOMIEH APAP
E (%51% 6 FEME) 13X 3.1-15.8 mg/l Th o /=.
APAP OHRFEINI I MKMY THDL Z En S
WA FERITR 0231 h 1 &/2 %, 7z, APAP
AR B OV AR O i i 1LY HH 3 B R R LK) 1-2
K189 T 5 Z &5, APAP #5105 4 BRI LI
13, HERHETHEBEEZONS. Lo T, RERIC
B2 5% 6 RERMED S HEw L 72 4% 5-1% 4 Refi
O 12 B @ Ift 7E o APAP 1L, 4.9-25.1 mg/1
KT 0.8-4.0mg/1 LEIHEINS. Lan->T, I
BHEELIERE T REENENEREIN TN DR
BEROBIZDZNITENETH D, HEERGDOHET
ONIRERBERTHL EEZ 65N
PLEXD, BRNFHREAE L THELEEHE
APAP #FNZ, ERKRMEHAFETHD EEZ BN,
& BN RE /R S AR BB Tt U T 7 84541 C
bdEEZALGN. LML, REREEZHEL TV
B, DAEREED D WITEERE TIE APAP OF|
ERMBREIND T ENnSG, THICRIERZEZS
T UBNSEBEICHMATLINENHDEEZS
Niz. £7=, ®HE APAP O R 51T 5+
IR RENOKRREIR L, 5%, EFEEAE
RRF L TONBITFIUIR SR WEETH 5.

3. AFIaRAFEOBEFSRICET DR
DODNREIZHBNT, 2003447 HiIcAFa R R
EE CGFFa>F %) 2hkifian, BE 0N
JUIE TR BT U T 2 o fd A A BE G 1112 3
5. FFaRHREEEE WHO AR AERIE
BEOH 3 BeMEICALE T AR O 5RA E A RS
ThHO, BROBNERMRBEAORZTEE L THH
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EpEn, FOHHELT, ROFF TR ER
HE)LV bR QSN E K CRIER I D W TR
FHENHEDO LN NIBOZ LD FFaREF
DIEHRHMOAF I T + VI TIEEALE
R TN 272D BHEEREFEF BV THEERIM
HHIRE EA32<, R EZR2ITHEHATRETH 2
ZEFENBTH6N5.3 —F, BILERIIBEHAER
BREFICHHA LGS, IEHEAEY 0P A I
EHEL, 3839 BIERNHERT 2 Z EamE I Tn
%, 404 — 0 RHINABFITBWTIE, RAREE
M R K 0D 7= 6D Ffge i) 72 % LR IB DA AT BEIC 72
L52EMBY, TOEHEROLIN O G2 RN
T2.9FFORARMETHERI> PO —)LE
NTWEEFETROBIAREE 2> L85G, DPE
TIEAF 0 R OAEIBH B W3R R I E BEN X
ElanTwianiy, EHRFZERT 087D
5. ULinL, DORENCIEAF a8 B O
WENIEEET, FFPaR>EeROasil=>
OEHF EHAF O R EHFA  )NEF—ILeE)
MNEFTEINTWEOATHD. EHAFIRE
HANCEENh e ROoay)l=143, FAF>aR>
DR E R T HIHNTRHEAINTWDD, £
DIRILE 78257 —H464913 2 L <, MmifH Ry BhE
OIEFIRN, Fz, FFT T RBEM S OGS
FNZBNWTHNAEFEE 2R E L Mgy
BREORFHIME THESNZ 1RO OATHO,
MAKRBEICBIT2E LA F 0 R EHAI O
MBREFENT — Y IR T TH S, £k, EHLF
2O B AESHI O g E YR A B R T 2 R L
&L, EhHAF O R OERBIENAKE
BEIGEEICHERMEHR T 2201213, HaxDERFIC
BORIERGEREIZTOBENHDEEZON
. 51T, #HAEAF O R CEHFIOERACE R
DL L WIEHRRFICBIT 28 Tho, 0
NWETRIBENBERMER U2 @E 13m0, 20k9,
MAERBENE S A2 3 R OB 2L 2
REFAREETH DI ARHTHD, FF TR 4R
g S AT O ROFEHFINOHELHIL S
ML I N TWiRW, Z T, NAKBEEFICHNTS
EhHAFaROERFIOEEMERZEHMIC, 4%
A RVKROE ROa%)L= > O R I i/ A iR
EHEEMNLL, DAKFERE B TS FF2 a8
CROE ROaZ IV omEhERES 7)Y S5

SABHRFITONWTHE 2Tz, 58I, FF
SARIRBEEEE A AF O R ENAEFHAL
T3 AP R VTR U ORI ZS SR AT 12 C D S 20 R
MUORWERZH#HEL, AEAHILIZDOW TR 21T
o7z,

3-1. ®AAF 0k EFRBOMEHREYENRE
DIREP  WREF, EHAF 3 R AEHHA
WX bO—)LMfTb RN AKEEE
19 % E LTz, &K, FipidkiE, Fivik FE
HOENWEFRMEEEE L, AFa R KT RO
a%)V = 2 MiEHRERIE R, HPLC-ECDY |2
TITW, BRI, FRleE R O FIED LA,
B GHRMGE 4, 8, 12, 24 R[] K O 48 K¢ LARE D &t 5
A b, AEEBEOE S R 60-80 5
), UMK TER, SRS 2 K RO 6 K
BOFF3RA > hEFEAEL TTTo k. EYERE
&, RN _FRETOT T L (MULTI) 2 %
AW, 1-a>)8—hAMEFITHITLE. %
o, EHLAEAF ORI KT ROay ) =D
U7 I AT BN T 2T 272012,
HERGT (AT Y TTIA X3E) 217>k, THIRA
TEUT, FHm, MR, KE, SFHME, AST,
ALT, MEZ V7 F=, ZJV7FZ2U7 5
A, ROT HUNORELE, HEd 2 WidnhArs
DEEZEETIVITHLAA AT

TORER, FrmsE IR R TEOREIR 17
B, RMEEHEORFIZ2HTHD, HENIMmFEH
EYREORBIZ 2R M Thok. Biicgh
TEEMBREINT A—FIX, AF>aR>Vd (4
fii 72 f&) =226.7£105.51 (Mean£S.D.), CL (%
)Y 5> A)=379+25.11/h, t,,=4.1+£19h, &
rOa%)L=> ; Vd=276.8+237.21, CL=95.1%
64.31/h, t,,=2.0£0.7h TH>/=.

¥z, AFARCKCE ROaZ IO U7
T AT S BRT M LR, FFa b
U T I AL T, Fl kT HEANDSE
T, HiEEH 2 W OA20F B & OMICH R
TERINDEEBEZEMNHS /= (Oxycodone clear-
ance= —1.459 X age—18.876 X (within 7 days on the
death, liver metastasis or heart failure) +134.994, R?
=0.517, p=0.001). £/, e koas)L=>7Y
7o ARELTIE, THUNORT, HiEEH S
WD AZOEEEDOMICERKATERINSGAE
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FZMNA 5N 7~ (Hydrocotarnine clearance=73.402 X
(within 7 days on the death, liver metastasis or heart
failure) +116.395, R2=0.287, p=0.027).

51T, THHUANDERLE, HiaBd 2 0Widore
BEBKOCHT 8 HULE, HEER L H 250
REez UBERIZ4, Mann-Whitney’s U € &
f1ok&lA, AFTaARVUTIAKUE R
Oa¥)V=>r79U75>AF, FhTh p=0.035
KO p=0.044 EHERAENZD SN, THUAND
B, Wi d 5 WL AEBEHOH NHEY O
27U ARMKETHo = (Fig. 1, FF AR
U7 I A s A:43.9427.21/h, B: 20.4+8.81/
h, e RBIZNZ=Z227UT T 2A 5 At 1194+
64.41/h, B: 50.6+35.11/h). £/, AFT K>
2VIY T2 ARKETRRL 746 & i & ORICE D
HHEIBREED 57z (Fig. 2, r=0.654).

FF a0 RCEYERENT A—F1F, CL; 37.91/
h, Vd; 226.71 CEHI I N, WA TONAKRKES
BT BHEE (CL; 48.61/h, Vd; 211.9 D)4 & |t
LT, Z7U7 T ARMKME, SAREIIEIEREE
DiEZERL T\, oms skl 7)Y 5>
ZMEEZRUZHEBEE LT, BEMOHENE Z
5N%. SEOMEEZT, KARMEE 7 BN
L), HEBEERTOAZEEFOIREDE
VIEBINZ ENT WD, 7107 T2 AHMEMET
HolzEHRINL., B ROady )L = EYE)RE/N
F A—%1%, CL;95.11/h, Vd; 276.81 & HH =
N, FFIARCHRDPHERBEEI VT 52X
WEETH> . HERADAEKREZICB T 54 F
DARKEE ROOY )= EYEHRE)N T A—%

140 P=0.035 250 =t
o
120
o o
- - 200 2
£ 100 S
2 by
s g 1501 o
2 %0 £ 3
g s o
2 60 8 £ 100
5 £ 8 8
[=3 1=
E\ 40 -g- (o] 2 o _
=) 2 50
20 8 'l £ 8
o o
0 0 Q
A B A B

Fig. 1 Influence Factors in Oxycodone and Hydrocotarnine
Clearance

A, No cardiac failure, no liver metastasis, or 8 days or more before

death and B, Cardiac failure, liver metastasis, or within 7 days on the death.

D|EIT L, AFFEICZ DD THEMNEIRS 77
FFaRCKTe ROad N> 275 R
T AEERTERNLEEZA, AF AR
DIUT T AR, FkOKEEE (7 HUN
L), WiEd 2 W OA20H ENEERBRE
KT &L THT N £, FlEAFaR
>oUY T > AOMBEBEROBRETIE, &isiZxd
WIHREWAF ORI I RAFKMEEZRL .
FFOREIMHETH 80X R#SN 2 &M
5, AFARIIVT T2 AOEBE RIS HAE
DEENRKREVWEEZ N, WEBOFENAF
ARV UTY I ADERRBEHRFICTIR > EH
Z 5 NJ=. Tallgren 5% OMETIE, FBEEEEZIC
BWT, BHEMEBHEZETAHFORZ2HELE
B, RN R 13.9 BERI A 5 3.4 BEREIC
HiEL/=E L TW3, F£/2, Weinstein 55913, %
F2ORBHEEITBNT, FFHERER E B T3
RN, AUCIEH 2 %, Fem i hiRE
KISHEERLEZEHREL TS, Zns0®EN
5%, FF0 R IIFEREOIREICK D Mg iR
ENKRESEHHTLHIENEZZ LN,

¥z, AFTAROEHI YT T 2 AT K
ANTlZ 46.81/h (=780 ml/min), 5 73 A EFE T
i3 48.61/h (=810 ml/min), 5V A& 5Tl 37.91/h
(=632ml/min) EEHINTNVWS, —EIRKEA
DRI 134 800 ml/min TH O, AF IR
CiREEAEHETRE SN ZEhs2 G YT

1.8
t
14 -
1.2
1
0.8
0.6
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Oxycodone clearance / body weight (L/hr/kg)

O 1 1 1 1 J
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Age (yr)

Fig. 2 Relationship between Oxycodone Clearance and Age
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M5, EARHEE 7T HUNIELD) RPLARE
ETH, BRLREOK FNEZEA SN, HilniEE
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D1DEEZSGNL. £, RO 2ITH
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0, HigEE, LAZEEFIIBWTIE, #h5F
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ERAZERT 25513, REGEZHMET S5HF0E
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SEIC (T2 HELRLEDRET® M5 EEE,
FTF O RARBENSE A F T R EFH,
XIIEAAFa R EFFINSFF 20 R AR
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FFRARRBEEEE LA F2 T REFHFD
MEZHIY, BROBENFRSE -G R
EHEAEMLE L, FHELHR R COHBEOLE
b, W, ES R OHHE DB LI DWW THEE
fTo77. BEDOFEMIZDWNTIE, NRS (numeric
rating scale) % Fi Uy, 5960 FHERREE DAL IC DWW TIL
RSS (ramsay sedation score)V &\ /=, X 517,
I, &S R CHEE DO ZIT DN TS, FHIZE
W%, BEHESDEEM LRI K S EER SO
HEZEITO .

ZTORER, EHOBRENFES x> ZHEEH L
EFEHFOREG &/ RO EGRE) &, ¥ 0.71
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AT E2HNTAF T O R BB OEFHF 2 B
U W COERMIETIE, FF a8 NIRA
EOHBEEMILIT, 070 THo L L@MEL T
5.9 pRETHWSNTWSAELFAF IR E
NENISERD R A ERIESHMTE Roay )=
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BB <, Biia Nz HEL L TR2ICHR
FHAAEETH D Z DRI N/,

PLE, EOKEFICEDE ROay)L=2ickd
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SEOHBEAMILIIN 0T THD EEZ SN

4. AF R BRBEROBIEERICEY 25

FFaRRKEE (FF a8 %) DU
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% [FRFZAT - 7 RER M B REfRTIC B W T, &5
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KD, FF2 0 R ARBEEINRIEBR N WD &5
NI E DG SN, @WREEH L TOH S0 HFTE
9%, LaL, FF20RARKEE, BV E RR
BEE (MS 32 F > %) OEMHIHEMED RET
HELENFFEN R 2L EL 2HATDH
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ODNONTAF 2T B IRBGERERR, RFEB X
T 1RFERELE TS > IIER Z /5L T 5.
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TWIUT BN GOREE MEREI N A+
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UY—=RS EXFTT7UNTINA—=)D2EFEIILD
THF AR OMEZEREL THD, FF>aR
I EINRIETY I TNV FINASZ T L — |
JRY <Y — RS THE S NZBHROM/NRNERD
N, TNIHL2BREOREEZHT 520, AR
WERREE L 72N 2 &Y in vitro TR BR THEGE S N T
W3, 070 ULinl, EBEOBFORMHICHH TN
oA F 3R 2REEE (ghost pil) A4 F O K
CINEDRESEINTWANIHSMZIN TN
AN

T IT, FF2a R REE DA ) 7 wE R
ZrIEL, I 5ICEMEFNS ghost pill PEH S
B OEMEGOBRESERFT S LTk, F
FORARMEOE EFHLEZMIT S L2 H
MELT, FF20 8 REEED RN ERE KT
ghost pill F DA F T I RCEERBIIDOWVWTHNZ
f1o7=.

41. AFaF CHBmBMEORNEEDKRET

MHRBFL, FAFIRBRKETHEHI > -
O—=)LTONIEPAKFEEREETAE L. &5
FEX, 1H2E 1R2EMEBEOBROERLESEL, &
BHO 1 FEHAT OG- E Lz, MR AF TR 8
FEHE 1L, HPLC-ECDSD |2 CTATVy, $Rifid 12 B
M+ 0 R ARGEE 4 BIDLEBE U8R
REBICBITZ#HE%0,1,2,3,6 UL KU 12
Refl DG 6 R1 > F&RFEAIE LU TITo 2. I E)
R, JERER/IN_FET 07 5 L (MULTI) 25
TEMT L 7=

T DRER, EMERE)N T A —F1F, VA/F; 473.0
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time; 0.99+£0.40 s TH > 7=. lagtime 1%, £ 1
R EE SN, MR AF a8 REIIREGE
1 EFRALARR I 208 R L 7= (Fig. 3).

Sunshine 57 O E TIX, MEFAF IR
BEISHEI N TRV, FF2 0 R ABREEN
fk 5 R 5B £ T 10 mg £ 5 # T 61.5 77, 20
mg 58T 58 /3R, 30mg # 58T 46 Rz HE
L7zl THBD, DbDNONOKREZFRITSHD &
Zzo6N7=. L L, Mandema 5% Qi Tl
DREOBK & F—REES BT 5FF> a8
Whise & A2 O R 2 KIEHR O R R RESE R SR Eh R

Serum oxycodone concentration (ng/mL) / oxycodone dose (mg/day)

1 2 3 4 5 6 7 8 9 10 11 12
Time after administration (hr)

Fig. 3 Serum Concentrations of Oxycodone in Cancer Pain
Patients Following Administrations of Controlled-release
Oral Oxycodone at Steady State
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mg HHIOHREREIC T > 7 2Ny F2 2%
T BBETLA LR, RICAIGHRES CH WS E#E
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0 19-30 hours afger administration
45|

Q: § patients with multiple
organ failure immediately before death,
one patient with compromised
hepatic blood flow by massive ascites, and
one patient with sustained fever of around 39°C

® 1=0.9567 (n=16)

o

Serum fentanyl concentration (ng/mL)

45 [ 45-55 hours after administration

o T=08785(n=21)

o r=009351(n=54)

0 200

400 600
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Fig. 4 Relationships between Serum Fentanyl Concentrations and Transdermal Fentanyl Doses
Patient serum samples were collected after the second application of transdermal fentanyl was over.

F—BE RN OMER 7 © > & ZI)VIEEAEICD
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PEVEEERN BRI L 2 EREL TS, 202 &
M5, ERMTBWTHEMKARZIENTEIN, F
E bhbnd 7Yy FEERLZEE
THEM# 3 H BICE RO B9 2 fE 61 2 2505 L
TWa., F£/2, BEERAZHRELT, BIVEFRA
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A TIE, MmEP T b REEE NIV ESE
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BAT P <0.0001

P=0.0038 P =0.0029

0.06 f |

0.03

Serum fentanyl concentration (ng/mL) / fentanyl dose (ng/hr)

19725.hrs_ 45-52 hrs 6572 hrs
after application  after application after application
(n=14) (n=16) (n=12)

Fig. 5 Intraindividual Variability of Serum Fentanyl Concen-
tration in the Samples Collected at Two or More Time-points
within Each Patch Application
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I 5T, Otis bW OWETIE, 7z ZIVNy
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A THIBL 245 TOWME & i U CRIERFE
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mm EMTH D, BAEEHKGNHEETH D0, 7
T—TINEANDONERCNT—TIVHEEFZREIT
TEMEZ SN, TREET )L & RRBGHKL O #% 5
e GRE O IE M FVAICBE T 23/ <, AR
HOEMOEMNS b RAICHMFTT 20ENH o /=
T ZTHE, BRARGBIRKR O T—T ) &AW,
B R E R G ERETO 2 EICXD, TOMIE
HHABEIC DN TR 2T 7~

6-1. SNEBRICETDL ) > CAHDMERER

W T & X RBKL 7 2R 0.5g &2 hy 7T
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724y @0k 10 ml TYEH U e 1T 27K 10 ml Ty
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Table 3. The Adhesion of Morphes® Fine Granules in the
Syringe under Various Dispersion Liquid

Number of times
Dispersion liquid —_—

1 2 3
Distillated water 4+ 4+ 4+
]()Si;l}\l:?;:gegifé inside of syringe) I+ 1+ I+
Little warm water (37°C) 3+ 3+ 3+
YAKULT® == +
100% Orange juice (Minute Maid®) 1+ 1+ 1+
Nomu yogurt (plain) - = —
CALPIS kids® - - —
Creap® - = —
Creamy - = —
Milk + + —
Saline (Physisalz®) 5+ 5+ 5+
5% glucose injection 3+ 3+ 3+
20% glucose injection 2+ 2+ 2+
50% glucose injection 1+ 1+ 1+
Ensure® H - = —
Racol® — = =+
Twinline® 3+ 3+ 3+
Clinimeal® - = —
Elental® 1+ 1+ 1+
Intralipos® 20% 3+ 3+ 3+
KATSUODASHI soup (2 g/100 ml, 30°C) 1+ 1+ 1+
Creamy 5 ml+ Distillated water 15 ml 1+ 1+ 1+
Grade of adhesion; 5+ (too much) ~=+ (quite little), — (no adhesion) .
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b R RBARL T TR OAEIR () -(x) &iF&
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T3 a2 7%H Ti& NIPRO ; 29.7 B K% Tr 40.3 7,
SILASCON® ; 29.3 f &k TF [7E ARHE), argyle®;
157 B Je N 44.7 8, ¥ 7 ) R® T3 NIPRO ; 9.0
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THEOOEERAREZRFGLZLEZ SN

BE  RMERADIIHEZOARIZRICEL, Kb
R, HIEEZD D £ U 2R aUEERLR KRR
L FEEN R —BRCEH W LET. £
HERIFZTICBR L i 2 15 0 £ U 72 BUER R %
SEYBRERIHEEEMN  ERABIR, HERUERLR
AR AT F R M A B, SR SRRl K 2 R 5 Al
FHFEERKE WEIRICEH N LET. £, A
MEOETICH =0, —Fs 5 R & & 6%
[HE F LAt BERPEZRREAL, LB KPR
AR R OSSR R B PR SR R AT B D ERR I
HHsOHEEZRLET.
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